
February K&2002 

Dockets ~anag~rn~~t 3ranch (HFA-305) 
Food an-d Dmg Administration 
5630 Fishers Lane, Roam 1044 
Rockville, ~a~~~d 20852 

Dear S~r~adam: 

The Ph~a~eut~~al Research and ~anu~a~tur~rs of America (PEA) represents the 
e~u~t~‘s leading research-based p~~a~euti~a~ and ~~~t~~~~~~gy ~~rnpan~es~ which 
are devoted to inventing medicines that allow patients ta lead longer, happier and more 
pr~du~t~v~ lives. ~v~st~ng more than $30 biflion in 2OOf. in d~s~~v~~ng and dev~~~p~~g 
new mediein~s, P A companies are leading the way in the search for cures. 

The effective munit~~ng of clinical trial data is a very important a fxt ~fc~ndu~ting 
meaningful clinical trials for drug development. PbRbIA, therefore, appreciates the 
~pp~~unity ts provide the attached comments on the Draft Guidance far Clinical Trial 
Sponsors on the ~sta~l~s~~nt and Uperatian of Clinical Trial data ~~~it~~ng 
committees. 

pe that you will give careful ~~ns~derati~~ to ents as you work 
to ~na~~~~ the gu~dan~~. Please contact me if there are any questions. 

Sincerity, 

Att, 



The gu~d~c~ document is well written and thorough. It is clear th 
has gc3ne into it and that the authors are to be commended, The: do 

1 and important to bath pharmaceutical and government sponsors of clinical trials. 

We have few or no disagreements with the guidance document for large-scale 
zatory mortality or serious morbidity studies. However, we da have a few key 

points ta raise: for the FDA’s consideration before the final g~~danee is published. 

I. The guidance strongly recommends that the statistician who conducts the ~~t~~rn 
analysis and presents the data to the Data ~~n~t~~ng Committee (DMC) be 
external to the sponsor in all cases where the study may be used as a registration 
study. Although there will be cases where this may be the most ap~r~~~ate 
ap~r~a~b (e.g. rn~~a~ity studies), the maju~ty af clinical studies need not and 
should nut go to this extreme. The analyzing statistician can be an employee of 
the sponsor and still be isolated from the study team, completely maintaining the 
blind for sponsor personnel who are involved in the study. There are some 
distinct advantages tu having the analyzing statistician ej,g a member of the 
sponsur’s stafc such as: 

a. statisticians ern~~~yed by the sponsor have access to ~r~p~eta~ st~dard 
analysis systems, which lead to greater accuracy, consistency, and 
ef~c~~ncy. In addition, if an unplanned analysis is requested by the DMC, 
internal statisticians often can respond in a more expedited manner, 

b. Statistical and disease-s~e~i~~ expertise is usually greater among the 
sponsor’s scientific staff, including greater knowledge of the specific 
protocol and previous clinicaf data. 

2. The guidance indicates that under certain ~~r~~rnstan~es an inte~a~ T>MC may be 
a~pr~p~ate (e.g. Phase 2 studies). The expressed preference for an external 
~a~y%ing statist&San should be clarified to apply anly to the case where the D,MC 
is independent of the sponsor. 

3. As the guidance apprupr~ately indicates, there are instances in earlier phases of 
research (e.g, Phase 2) where an internal group can comprise the DMC. We 
suggest that the guidance state more explicitly that the FDA will not discount the 
data from such a study when the sponsor folfows a wel~~de~ned and documented 
prucess tu ensure the study integrity remains intact. 

4. Although it is nat the intent of the guidance to limit sponsors to a specific process, 
the FDA should acknowledge that even the word “should’” will be inte~reted as 
‘Snust’” by sponsors of clinical trials. One solution is to soften the message by 
pruviding more balanced advantages and disadvantages to the suggestions 
presented in the guidance, 

5. Although an independent DMC has the advantage of a p~r~e~t~~n af lack of bias, 
it can have an important disadvantage, Just as an advisury ~~mrn~ttee would 
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never be expected to replace the many hours of FDA review af an NDA, in some 
cases the safety of study subjects would be better protected by use of int~~al 
sponsor experts instead af an independent DMC. The reason why this would be 
the case in sume situations is because the internal experts may spend full-time on 
the current and previous studies, and may have insight and knuwfedge that an 
external expert cannot replicate in a series of one-day DMC meltings. 
Although this i discussed briefly at the very end of Section, 4.4.1 .S (bottom 
of page 15), we suggest that this drawback to independent DMCs be 
a~~~wledged in the guidance. 

6. Some of the te~~~~~~gy requires f&+ther cla~~~at~~n and/ur defmition, In 
p~~~ular~ “‘Steering Committee” shuufd be defined in the guidance. We suggest 
s~rneth~~g like “DMC Steering ~~rnrn~tt~~,‘~ defined as the group to whom the 
D&E makes their re~~mmendat~~n. And, where the g~ida~~~ refers ta “‘SiQPs”” 
~s~~ti~n 4.3, it shoul instead refer tct this document as a DMC icharter. That is, 
a charter needs to be eated uniquely for each DMC, but each spansar should 
have an SOP that describes the process relating to DMCs. 

7. Tt would be very bene~c~al for the guidance to address issues posed by ~~~~~lab~l 
or s~n~l~~bl~nd studies, In many cases oncutogy studies are not d~ub~~~bl~nd and 
since they usuaffy have a mortality endpoint, it is especially imp~~ant for 
sponsors to understand how best to approach such studies with respect TV interim 
analyses and DMCs. 

. In section 4.4.1.4, ?‘d paragraph, it states “In many cases, access to the 
data,, ,.” We believe you mean to say ~~unb~ind~d” here, as this paragr 
addresses how the DMC may be able tu utilize external data alung with their 
~~wl~dg~ of the unb~ind~d interim data from the current study. 

9. The last sentence in the fast paragraph of Section 43.2 states 
“Nevertheless, ~r~tect~~n of Type I error is important even when there is a 
stated intention to stop early only for futility reascms since i~t~rirn review 
of outcome data atways raises the possibility that the DMC may find early 
results so persuasive that it wuufd recommend early termination of the 
trial.“” 

We agree with this position for mortality or serious murb~d~ty studies, where 
ethical reasuns would dictate early stup~ing for strong positive efficacy results. 
EIof;vever, in other studies, it often is not the case that the DMC can re~~rnrn~nd 
stopping for positive efficacy; the interim analyses may be conducted to test fur 
futility, or tct evaluate safety. Consequently, it is s~~ent~~ca~ly and statistically 
ap~r~p~ate to not spend any alpha (i.e. not make any adjustment tie the final 
numinal alpha level) in these cases. In fact, Section 4.4. f .5 of the guidance 
document essentially agrees with this ~~s~t~u~ (and ~untradi~ts the previous quote 
-Eram the guidance), where it states 

“Early te~inati~n for effectiveness is rarely ap~r~~~ate in such studies.” 
10. A DMC r~~~mm~ndation tu stop a murtality or serious rn~rb~d~~ study for 

ositive efficacy has important r~~~~at~~ns. It is critical that the sponsor ad 
MC be aware of ways to minimize the potential for subsequent disagreement 

with the re~~mmendatiQn (e.g., by FDA or an advisory committee) long after the 
al has been curtailed. How tu achieve this is discussed to some extent in 
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